pro 2 5 ^ 



(43) SfS^BBB 
2003 ^7 ^ 10 B (10.07.2003) 




PCT 



nil iDiim ii nun in 

(10) @S§5^BBS# 
WO 03/055885 Al 



(51) SB5*#ffr#S 7 : 

31/55, A61P 29/00, 37/08 



C07D 487/04, A61K 



PCT/JP02/13557 



2002 *P 12 E 25 B (25.12.2002) 
B*g 



B*!§ 



(21) m&mmm^-. 

(22) SKUJ^B: 

(25) SESmiiOSiS: 

(26) SK^SBOmif: 

(30) ffiSfcft^— *: 

2001-393016 

2001 ^12 £26 B (26.12.2001) JP 

(71) dUSA(*S$Kt<^T(Otg^SI=o^r > >: UB&Si 
Kt*5C#tt (ME1JI SEIKA KAISHA, LTD.) [JP/JP]; T 
104-8002 + *E JiH8=T I4f16f Tokyo 
(JP). 

(72) &&Xf 

(75) 3§IB#/aHHAr*SlCO^T03^»: AH J§- (KITA- 
HARA,Shin-ichi) [JP/JP]; T 222-8567 4*3£JH!Hii&rti 

^dbESsraar 7 6 0 msh&sm 

SSfiffrt Kanagawa(JP). 'SJH TEH (FURUKAWA,Hanae) 
[JP/JP]; T222-8567 #^JII* tt^rfi itttBepHBl 
7 6 0 IB £$Sm*fe5££*± HfiJg^ef^Brrt Kana- 
gawa (JP). Ul □ jpJW (YAMAGUCHLToshihiro) [JP/JP]; 
! T222-8567»?gJI|^«liRrlT^tEii5WI8l7 6 0§* 
j BJI&Smfc5££tt&S&£P&F?rrt Kanagawa (JP). 
: ^-T- (MIYAMOTO.Sachiko) [JP/JP]; T 250-0852 



2BS£jt&fl5BT&?5rl*9 Kanagawa (JP). WEB 
(OKADA,Yumiko) [JP/JP]; T 250-0852 #!£Jlll!a 'hEB 

urn huj 7 8 8 iH£9UM**£&tt 

3?Rffrt Kanagawa (JP). 

(74) ftlA: ^SC . 91 (YOSHITAKE,Ken j i et al.); T 
100-0005 SJrIB ^ttfflB *.<&fl = TB 2i 3^ S 
±e;U3 2 3^1ftftt*it&#^l$mTokyo(JP). 

(81) (@ Ffy: AE, AG, AL, AM, AT, AU, AZ, BA, BB, 

BG, BR, BY, BZ, CA, CH, CN, CO, CR, CU, CZ, DE, DK, 
DM, DZ, EC, EE, ES, FI, GB, GD, GE, GH, GM, HR, HU, 
ID, IL, IN, IS, JP, KE, KG, KP, KR, KZ, LC, LK, LR, LS, 
LT, LU, LV, MA, MD, MG, MK, MN, MW, MX, MZ, NO, 
NZ, OM, PH, PL, PT, RO, RU, SC, SD, SE, SG, SI, SK, 
SL, TJ, TM TN, TR, TT, TZ, UA, UG, US, UZ, VC, VN, 
YU, ZA, ZM, ZW. 

(84) fl^S (&&)•• ARIPO ¥f¥f (GH, GM, KE, LS, MW, MZ, 
SD, SL, SZ, TZ UG, ZM ZW), 3-— =y isTftlff- (AM, 
AZ, BY, KG, KZ, MD, RU, TJ, TM), 3 — P 'V 
(AT, BE, BG, CH, CY, CZ, DE, DK, EE, ES, FI, FR, GB, 
GR, IE, IT, LU, MC, NL, PT, SE, SI, SK, TR), OAPI ft 
Vf (BF, BJ, CF, CG, CI, CM GA, GN, GQ, GW, ML, MR, 
NE, SN, TD, TG). 

— BI£iE9£$8#tt 



= (54) Title: NOVEL CRYSTALLINE TRICYCLIC TRIAZOLOBENZAZEPINE DERIVATIVE 

— (54)»B^(D*«J: =S14h'JTV/a^>'/7'-lftf>gi»(*«)*fSligfitt^a 

(57) Abstract: Crystalline 2-(l-isopropoxycarbonyloxy-2-methyl- propyl)-7,8-dimethoxy-4(5H),10-dioxo-2H-l,2,3-tria- 
zolo[4,5-c][l]benzazepine; and pharmaceutical compositions containing the same. 



tn (57) mm-. 

00 



O 



*$/-4( 5iL), 1 0-S>**V-2JL-l , 2, 3-hy7VD[4, 5-c][l]^ 



1 

m m * 



im BJ3 CD » ft] 

#^BJ3fcj\ g^SSi: LT %mte 2 -( 1 --f v rn #=^>#;i/^;i/;t^>- 2 - 
^^;vrDbVl/)-7, 8-^/ J^>-4(5IL), 1 0 -^^-^V- 2H.- 1 , 2, 
3-hU7^/n[4, 5-c][ 1 ]^>"jT J H^>(DmM^^^iM^m'r^o 

^i/-4(5JL) J 10-^>i-^V-2iL-l, 2, 3-h'J7^D[4, 5-c][l]^ 
>y7-if,t> (&TFs #BM#£:fc^T r^tiAj £:$fc-r£o ) tts TIBtfMb 
^^^t^bl^T-ife *K WO 9 9/1 6 7 7 0-5f&$g (B#^l^3 18 8 
4 8 2-^^ISs *@#fF8§6 3 7 2 7 3 5-5§£j$g) IzmmgtlT^Z £ o 




mm <D mm 

fcivtx 0^ (20) : 1 1 . 2 ± 0 . 1 ° s 14. 4 ± 0 . 1 ° s 15. 5 
±0. 1°. 2 5. 3±0. i° t^iimtf-^£^ir&©-£&3o 

[^©tg^frMn 

[iPj©ji#i$Mn 
#a^fc«fcsto^A©*gat£%MttN »*xi»iHi*f^^— >c*v^Th 

ft (2 9) : 11. 2±0. l°s 14. 4±0. 1°, 15. 5±0. 1° N 
2 5. 3±0. 1° fc^HllTt— ?*m-to £fcx ^^S^a^iJ^ (DS 
C) £<fc£DSC^-h©ii»e-^£MbTs 2 4 0~2 4 6°C©«£B 
fcjM (#8f£#5) £^-f fc©-£&3° #$Bi?8fc«fcaft^A©teai44&Sffc* 



3 

2 - 7 'D;v-;i/fct'M< llHl*SSfls"r*cii:%a6*i:-r?»o Z^^mM 

bs i~5i$igat#-r£o nn^iESu SBfe2-rD^y-;i/*sp*. , r!H»* 

* 1ST- Mffi&M-r £ c i: £ <fc t) s *36HJ1 £ * Va&m A ©*gai»St 3 - 
t=fc N ^©!|-©;£&fcmT©jIt>-e&So ci©tg— ©#*£& 5 - ( 2 -7^ 

^^. > _2- p (^;i/7 0 Dtr;v)-2jL-i, 2, 3-h'j7^-;v-4-*;v^ 
>^m^;vi:^h^^$ J &-r'fb^-tiA^^tf^^ : & : »'Cv zoM^^M. 

* ©mtfa * ^ > £ * * >> til bt nea-fbl" 3 d £ £ £ „ 

S&fcfMBfcHU 5- (2-7*^-4, 5-^K^W>fil') -2- 



4 



( 1 _^ y?riiS*c*/io)\,iS=-)]/**i/- 2 - ^f^7n -2JL-1, 2, 

3 _ j, ij 4 (WO 9 9/1 6 7 7 0-^&$g£>^3S 

^ 0b©7j^fct£oT#3CI*:#T*#3) 10-4 0°C 

(§ftb<ii2 0-3 0°C) "Cl 5-1 8B#F^ &V>T* 9 0-110*0 (£F2;b 
<&9 5- 1 0 5°C) -C4-6ti#l?gi!#'r&o S^T^s S^lc^b^^b 
>*iPx.. £©*g$i£7j<s 5~8%fi«zks M^2 0%^7KtT^#t-^o * 

tSU 0-1 0°C ($f^b<^3-7°C) fl0~20Hl (#?£b<f±l 5- 
18^) I#bt^Iftt5o ^ B B^Mbs 0-1 0°Cl3^iPbfe^^^- 
;VtCT?5fe#^ 4 0-5 0°C-eMffiT^-r?>-^t-<k^> «PJ3©tfa1§rt>AcD 

( 2 - r ^ y - 4 , 5-s>* h^^>^>^-r;i/) - 2- ( l --r v/d^^>>* 
;v^-;i/^-^r->-2-^^;i/rntr;v) -2iL- 1, 2, ;i/-4 
-*;i/5p>Kx^;Hgt:^Lt^ J^T©*-£&3 £ bV^ 
3-1 OmLffeSO^ b<U fcmmTmzMZ-Zl&fc^f-l'XDAlt 1 o 
-2 0mL#$?£b <s ^^■©ife^fcffiV^TK©*** 1 0-2 OmLWJl 
<s 5 — 8%fiW7jc©fifci5 — 1 OhiLWIUn tM©i{± 1 0 ~ 2 0 m 

l b < x ^mom&mmitmm.(D&ifi 3 - 5 mL ttzz a© 

#$?*b<U IItfciD^^^^^-^Oil±5-2 0mLWtl<s C©^: 

©Mffimi&y:^©a#3-1 OmLt^Stt-iitSC^Sb^o 

W\ £©fg-©#&&> <b^A©^^tttJ«©^*^^7ibfc*)CDT-fe?)o 

^fiisflil 1 : tfii^A©Si3g& 1 

W0 9 9/1 6 7 7 0fM©^J2 0 £I3«©;£*££ J; t)^P>ttfcfb^ 
A10. 0 1gCl^fl/>0. 2L&SPX.S m^bTM^^bfeo 



2-/n;V-;i/0 . 2 L£SD;L-t!ra$i£U 3 B§Hgtsl#£fT o feo £ £> « 
jibfc^ MUfe^tl 0%2-rD/W-;i/7jc^^0. 2LJa*TlH§ 

<b£rt)A©*g|itt^St£f#£: (9. - 7 9g. JR*9 7. 8%) 0 

5 - (2 -T^ y - 4, 5 b^>>^>\/-f - 2 - ( 1 ->f vrn* 

^>^;^-;i/^Jr^-2-^^/D^V) -2iL-l, 2, 
;v-4-*;^>ix^6kg4Si6 0 Lfc«»U 17-3 0°CC 1 51$ 
8CWC9 2-9 7°CT*4. 5HPWbfco S^llb^f U>1 2 OL 
fciaits 7k 1 2 OLfcT 2HU 7%«WtK6 0Lfc-t2HL jg£2 0 1 

T3 0L$t«iUfeo *l»«fcj**y-;V6 OL&Jn*s StF3 0L^-?iE 

bfe^isi$u 3-cfc^»bfc^^^-/nc-r«»bfc*s 4 o -crater 

tt*bTfc*«A©ttStt4Ml*»fc (5. 0 8kgs IR*9 3. 7%) • 

^jte^iT^&nfc^stt^R^^xftiii^BfcibMbfc^ ^©iij^ 

gI:RINT 2100 (S3*«fl*(80*l) 

SO^fefl 1 : X* ; CuKa,> ^«EE ; 4 0 kV. Mtt ; 2 OmA, ; 
^777^ h^ey^D^-^s I* ; 4° /min N X^>X^ 

^ ; 0 . 02\ 3&£Nl ; 2 0/0, 3§ifcx U y h ; 1\ ifcSL* 'Js»b; 
1° > ijyh;0. 3 mm, ; 2 0 = 3-40° 

nmrn 1 t» ftfciMtt#«©»*x*ia#r * * - > fc* » ^> m*f ^ ( 2 

6> ) & 11. 2 ± 0 . 1 0 s 14. 4 ± 0 . 1°. 15. 5 ± 0 . l°s 25. 



3±0. 1° TfftStKjfcK-^&^U &^&%!)nr*&%Z£*7FLT^2>o 
UMM2 : DSC 

ggfi: DSC 2 2 0U (■fe-f^WVX^MV^I) 

$J/£M%#: 771/$-£A»Hifc^>fcK** (3~5mg) £?feiXU 

ffl^T 2 OmL/min) N #S*lJfg 5°C/min. «iJj£S&f5 

m 5 0~2 8 o°c 

mmmi^n^ntzmm^mcDj) s c^- b &m 2 testis a D-efc^ 

DSC^-bfc&V^ ^JfctfiJ lT-t#e>nfe^BJ©^^ttt>K{±2 44°C 
fc-o<Dift*frt;-*&*fU *CDM*&fflfttt2 4 0°Cs ^TM£fcfc2 4 6°CT*<fe 
So CftHU ||||«lT!#6*tfc*»IIBa)tt«ttMOlfcj»^2 4 0-2 4 6°C 

1 ilfcttatt»«fc^V^T H P L C t £ t> #&£&SlJ£ bfco 

lT'#£ftfc^l»K0 . 0 1 glZT* h- b U;V 1 OmL£fln;ifc 

: rS^V MS 110 0S/U-X 

tftms : m^mit%mm : 2 4 6 nm) 

5b ^ A : flS4 . 6 mm, 1^25 cmOXfVWft 5//m(D^^nT h 

Mightysil RP-l 8 GP 4. 6 x 2 5 0mm^^fe) o 
tt^&Ufe : 4 0°Cf>f7£©— ^fig 

SSrtB : A* 5mmo 1/L*&T>^-* A*IM£ (pH3. 8) 



m 1 m A«avB»0M 





AWL (%) 


(%) 




4 5 


5 5 


40^ 


4 5 


5 5 


6 0# 


0 


10 0 


7 0# 


0 


10 0 



?fiES : lmL/mi n 
©fftifJ^f&B : 3-6 2# 



• # 

8 



m # © $5 h 

1. »*X«Wg*f^^->fc*^tN ®*rfc (2 0) : 11. 2±0. l°s 
14. 4 + 0. 1°, 15. 5±0. l°s 25. 3±0. 1° fcBIJFfK-^* 

2 - (l->fV7 B o^^^A^-^^-2-^^^Dtf;V) - 7, 

8 _^ h ^>>-4 (5JEL) , 10-my-2£-l, 2, 
[4, 5-c] [1] >*>\/7H£li>©*ggi£#lKo 

2. HPLC®*E#*fc<fct>flHiBib;fci:#s 9 9%W±©«^i 
^l©«©«gStt%5to 

3. (DSC) fci5DSCft-b©ti^^^ 
2 4 0-2 4 6°C©SOT£I&J& (##&#"5) S^JS 1 £fc« 2 ism© 

5. mmhhxm^bnz, «f*3g4t:fB«<o««*o 

6. &twv=¥— SlfcbTffiv^ft^ 5 fcfBa©m^o 

7. gm^^©tB£©fca&©> »3fcm~3©^rft:fr--:®fcSB*©«Sil 

9. tayv;v^-si©sa3i©fc«)©s »#si~3©i^ft*»-stfcfB«© 



2/2 




1 1 7 7 7 7 



INTERNATION 



CH REPORT 



luteiudliilB^plication No. 

PCT/JP02/13557 



A. CLASSIFICATION OF SUBJECT MATTER 

Int. CI 7 C07D487/04, A61K31/55, A61P29/00, 37/08 



According to International Patent Classification (IPC) or to both national classification and IPC 



B. FIELDS SEARCHED 



Minimum documentation searched (classification system followed by classification symbols) 
Int. CI 7 C07D487/04, A61K31/55, A61P29/00, 37/08 



Documentation searched other than minimum documentation to the extent that such documents are included in the fields searched 



Electronic data base consulted during the international search (name of data base and, where practicable, search terms used) 
CAPLUS(STN), CAOLD ( STN) , REGISTRY (STN) , WPI/L (DIALOG) 



C. DOCUMENTS CONSIDERED TO BE RELEVANT 



Category* 



X 
Y 



Citation of document, with indication, where appropriate, of the relevant passages 



EP 1026167 Al (MEIJI SEIKA KAISHA, LTD.), 
09 August, 2000 (09.08.00), 

Page 13, Par. No. [0080]; pages 19 to 20, Par. 
Nos. [0118] to [0123]/ page 37, example 20 
& WO 99/16770 Al & US 6372735 B 

US 6124281 A (ZENECA LTD.), 
26 September, 2000 (26.09.00), 

General procedure, examples 4 6 to 50 described 
in columns 36 to 42 

& WO 97/32883 Al & EP 888350 Al 

& JP 2000-506160 A 



Relevant to claim No. 



1-7,9 
1-7,9 



1-7, 9 



| — | Further documents are listed in the continuation of Box C. Q See patent family annex. 



* Special categories of cited documents: 

W A" document defining the general state of the art which is not 

considered to be of particular relevance 
"E" eadier document but published on or after the international filing 

date 

"L" document which may throw doubts on priority c!aim(s) or which is 
cited to establish the publication date of another citation or other 
special reason (as specified) 

"QT document referring to an oral disclosure, use, exhibition or other 
means 

"P" document published prior to the international filing date but later 
than the priority date claimed 



"X" 



T 



later document published after the international filing date or 
priority date and not in conflict with the application but cited to 
understand the principle or theory underlying the invention 
document of particular relevance; the claimed invention cannot be 
considered novel or cannot be considered to involve an inventive 
step when the document is taken alone 

document of particular relevance; the claimed invention cannot be 
considered to involve an inventive step when the document is 
combined with one or more other such documents, such 
combination being obvious to a person skilled in the art 
document member of the same patent family 



Date of the actual completion of the international search 
06 February, 2003 (06.02.03) 



Name and mailing address of the ISA/ 

Japanese Patent Office 

Facsimile No. 



Date of mailing of the international search report 

25 February, 2003 (25.02.03) 



Authorized officer 



Telephone No. 



Form PCTASAy210 (second sheet) (July 1998) 



INTERNATTO 



CH REPORT 



Internatid^^pplication No. 

PCT/JP02/13557 



Continuation of Box No.I-1 of continuation of first sheet (1) 



the PCT and Rule 39*1 (iv) of the Regulations under the PCT, to make an 
international search . 



Form PCT/ISA/210 (extra sheet) (July 1998) 




INTERNATION^BSEARCH report 



IntemadHVapplication No. 

PCT/JP02/13557 



Box I Observations where certain claims were found unsearchable (Continuation of item 2 of first sheet) 



This international search report has not been established in respect of certain claims under Article 17(2)(a) for the following reasons: 

1. Q<] Claims Nos.: 8 

because they relate to subject matter not required to be searched by this Authority, namely: 
Claim 8 pertains to a methods for treatment of the human body by therapy 
and thus relate to a subject matter which this International Searching 
Authority is not required, under the provisions of Article 17(2) (a) (i) of 
(continued to extra sheet) 

2. j^j Claims Nos.: 

because they relate to parts of the international application that do not comply with the prescribed requirements to such an 
extent that no meaningful international search can be carried out, specifically: 



3. | | Claims Nos.: 

because they are dependent claims and are not drafted in accordance with the second and third sentences of Rule 6.4(a). 



Box II Observations where unity of invention is lacking (Continuation of item 3 of first sheet) 



This International Searching Authority found multiple inventions in this international application, as follows: 



1. Q As all required additional search fees were timely paid by the applicant, this international search report covers all searchable 

claims. 

2. Q As all searchable claims could be searched without effort justifying an additional fee, this Authority did not invite payment 

of any additional fee. 

3. . | [ As only some of the required additional search fees were timely paid by the applicant, this international search report covers 
only those claims for which fees were paid, specifically claims Nos.: 



4. |^ No required additional search fees were timely paid by the applicant. Consequently, this international search report is 
restricted to the invention first mentioned in the claims; it is covered by claims Nos.: 



Remark on Protest The additional search fees were accompanied by the applicant's protest. 

| [ No protest accompanied the payment of additional search fees. 



Form PCT/ISA/210 (continuation of first sheet (1)) (July 1998) 



P^mSj P 0 2/1 3 5 5 7 



a. »w©«-ra#*«>4Wi (himhwwh (ipo ) 

Int. Cl 7 C07D48 7/04, A61K31/5-5, A61P2 9/00, 3 7/0 8 



W**frofc*/h|R» (HBSHMT5MK (I PC) ) 

Int. Cl 7 C07D48 7/04, A61K31/55, A61P29/00, 3 7/08 



5IPfiT?'fe^Ufc.®^f*— f"<—* (x— xco^#, f^Si^ffl bfcfflfg) 
CAPLUS(STN), CAOLD(STN), REGISTRY (STN) , WPI/L (DIALOG) 



C. 



5i/&3tiR© 



X 
Y 



EP 1026167 Al (MEIJI SEIKA KAISHA, LTD. ) 2000. 08. 09 
1131© [0 0 8 0] 119-201© [0118] 

[0 12 3] B3 71© Example 20 ^£r#J$ 0 

&W0 99/16770 Al 
&US 6372735 B 



1-7,9 
1-7,9 



TEJ H»ttUilHlW©ltUII*fcW:WflPT?*«^> B^fcBISB 

roj p®:J;5if, jRSHjsn:wX-t-$:S3ft 



r&j H-^f^h77 5y-SiSit 



0 6. 0 2. 0 3 



B^H^fF/f (I SA/J P) 
0 0 — 8 9 1 5 



B 



25.02.03 




4 P 



3 0 4 0 



fUS## 03-3581-1101 



3 4 5 0 



«PCT/ISA/2 10 (f2^) (1 9 9 8#7£) 



A r A : 1 

snmsme^ mmmmrn^- p^m^i p o 2/1 3557 










Y 


US 6124281, A (ZENECA LIMITED) 2000.09.26 
f 3 6~4 2fflS^1S^^> general procedure, example 46~50 ^ 

&W0 97/32883 Al 
&EP 888350 Al 
&JP 2000-506160 A 


1-7, 9 . 



«S;PCT/ISA/2 10 (ffS2^—:?<Dg^) (1998^7^) 



mmmm%- PCVJP02/13557 



£18^139 (PCT1 7^(2)(a)) ©«j£K:J:iK r©H«WlS»R#W:*oa*fcJ: 9»*0«H©— SPteoV^f^ 
ft3fcO$Sffl 8 }^fcJ:5Af*c©*Mt&lfefcBB-*-*t»©'C*>oT, PCT 1 7^(2)(a)(i)^PCT 



3. □ f»#<z>«sia rtx tt«i»*o«fflT?*o"CPCTaBij6.4<a)©»2Sxtj«jiiax»ajfete 



4. □ WJSA^^*ii*nfSfi^^^»F^rt^ifi#U3te^o-feOT? % £oHK5P«a«-r±s ft*eD$5fflofti5jicia« 



□ ii*niHE¥»PH©*wt £ *t turn At* bmm* st* fc» 



IKPCT/ISA/2 10 (»l-<-^«0«iai (1) ) (1 9 98¥7fl) 



